The mechanisms of the inotropic and chronotropic actions of hydralazine on rat isolated atria.
The effects of hydralazine on rat isolated atria depend on its concentration. A negative chronotropic effect due to inhibition of spontaneous release of noradrenaline was produced by concentrations of 1 x 10(-5) - 1 x 10(-4) M, but with concentrations of 2 x 10(-4) M or more the negative chronotropic effect was due to a more direct depression of pacemaker activity. A positive chronotropic effect due to release of noradrenaline was produced by a concentration of 2 x 10(-3) M; when this was abolished by reserpine pretreatment or beta-adrenoceptor blockade, the negative chronotropic effect was unmasked or accentuated. A positive inotropic effect was produced by concentrations of 6 x 10(-4) - 2 x 10(-3) M; this effect was not reduced by reserpine or beta-adrenoceptor blockade, but it was absent in a calcium-free medium and was blocked by verapamil.